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In this regard, we have published a considerable number of comprehensive review articles, all written by wellknown academicians in their fields. For instance, "Enthesitis Related Arthritis; a New Era of Understanding" by Fisher et al [1] , where they pointed out the diagnosis and treatment of this poorly understood and under-studied form of childhood arthritis, was accessed 630 times. Likewise, Davi et al [2] noted the importance of macrophage activating syndrome as a complication of sJIA and informed the readers about the process of the development of a set of diagnostic criteria for the disorder in their review article "Toward the Development of New Diagnostic Criteria for Macrophage Activation Syndrome in Systemic Juvenile Idiopathic Arthritis". Similarly, it was accessed 618 times. "A Glance at History and Future Perspectives of Childhood Autoinflammatory Disorders" by Polat et al [3] . gave a look at history, clinical manifestations, diagnosis, current and new approaches and future perspectives for childhood autoinflammatory diseases for pediatricians and pediatric rheumatologists and it was hit 512 times.
The concept of immune regulation is central to rheumatology because many of the problems practitioners of this science face are caused by inappropriate immune responses and many of the treatments used are based on attempts to alter the frequency, rate, or extent of certain immune responses. But where is the natural central control? Is there such a thing or is it merely soluble factors floating in the blood or produced locally in tissues?
Is it the brain, the smartest organ in the body? While it might not be the first choice of some, the nervous system is aware of, monitors and influences immune tissues and cells through the neuroendocrine system and autonomic nerve fibers [1] . Neuroimmunology is a sometimes overlooked component of the big picture. It is interesting that the historically important Thy-1 'theta' antigen associated with T lymphocytes is also found on neurons, and on many of the stem cells described below.
Is it the liver, the largest organ in the body? If you don't know where a substance might be produced, the best first place to look is the liver. This metabolic powerhouse which filters and detoxifies the blood is a significant site of specialized lymphocytes, dendritic cells and other antigen presenting cells. Any cell type in the liver even though it might be a minor component there, because of the size, can be a major contributor to the overall population of such cells. During ontogeny, before bone marrow, the fetal liver is an early source of hematopoietic stem cells and adult liver is perhaps the best example of an organ with an inherent capacity for self-regeneration [2] . While the liver sinusoids contain a sequestered population of highly active natural killer (NK) lymphocytes called pit cells, hepatocytes also produce soluble factors that are powerful inhibitors of lymphocyte proliferation [3] . Is it the thymus, comparatively small in size but necessary for the proliferation, development or activity of most T cells [4] . The bone marrow or bursa equivalent needed for the activity of most B cells and a factory for erythrocytes, platelets many leukocytes?
Is it the secondary lymphoid tissues such as spleen, lymph nodes and mucosal tissue, or circulating lymphocytes and phagocytic cells? While these are logical choices because they are the primary participants, we must remember that regulation is a secondary component similar to a manager providing guidelines. We tend to emphasize propagation, but regulation implies both positive and negative influences. Where is the heart of immune regulation?
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Currently, we are happy to have successfully finalized the first volume of APR on time with 4 issues and 1 supplement, overall with 70 articles. Further, the Journal aims to provide original scientifically approved information from basic and clinical sciences to applied medical practice. With this new issue in your hands, the second volume of the APR is being started and we strongly hope that the interest our authors and readers will mount in due course.
